Buffy coats from healthy donors were obtained after written consent following protocols accepted by the institutional review board at the University of Bonn (local ethics vote no. 045/09). Informed written consent was provided for each specimen according to the Declaration of Helsinki.
RNA isolation followed by deep sequencing and data processing
RNA isolation, quality tests and RNA sequencing experiments were performed as described earlier 1 .
In brief, 5x10 6 cultured macrophages were lysed in TRIZOL (Invitrogen). Total RNA was extracted according to the manufacturers' protocol. Only RNA with a A260/280 ratio between 1.8 and 2.1 and visible bands for 18S and 28S ribosomal RNA were converted to cDNA (Illumina TruSeq RNA Sample Preparation Kit) and used for high throughput sequencing on the HiScan SQ system (TruSeq SBS and cluster generation kit; Illumina). In brief, the mRNA purified from 5-10 µg of total RNA using poly-T oligo-attached magnetic beads was fragmented with divalent cations in fragmentation buffer (Illumina). The first strand cDNA synthesis was performed with the help of random oligonucleotides and the reverse transcriptase enzyme SuperScript II following second strand cDNA synthesis with the DNA Polymerase I and RNase H enzymes. cDNA overhangs were repaired to blunt ends with exonuclease/polymerase enzymes. An A-base was added to the 3' ends of cDNA fragments and Illumina PE adapter oligonucleotides were ligated to perform the following hybridization step. A library size selection for preferentially 200 bp cDNA fragments was conducted with 2 % (w/v) agarose gels. DNA fragments within the excised gel-fraction were purified using the QIAquick gel extraction kit (Qiagen). After the specific enrichment of fragments with ligated adapter molecules using Illumina PCR primer PE1.0 and PE2.0 in a 15 cycle PCR reaction, PCR products were purified using QIAquick PCR purification kit. Next, the assessments for quality and quantity of purified libraries were carried out on a Bioanalzyer 2100 (Agilent) with the Agilent high sensitivity DNA assay kit. After cluster generation of single strand DNA library pieces immobilized on a glass flow cell (Illumina), a pairedend 100 bp sequencing run for 208 cycles was performed.
RNA-seq libraries were sequenced and the data were demultiplexed using CASAVA v1.8 software (accession numbers GSE36952 and GSE66593). RNA-seq data for human tissues (GSE16256, 5 ) were aligned against the hg19, RNA-seq data for murine tissue macrophages (GSE63341, 6 ) were aligned against the mm10 reference genome. Gene and transcript information was extracted with Partek Genomics Suite (v6.6). Annotated data were normalized using statistical software R (v3.0.2) 7 using the DESeq2 package 8 . Normalized read counts lower than 1 were set to the floor value 1. Genes were defined as expressed with normalized RNA-seq group mean values ≥ 10.
Chromatin immunoprecipitation followed by deep sequencing (ChIP-seq) and data processing
Generation of H3K4me3 histone modification (HM) datasets were previously described and published on GEO under accession number GSE47188 . Statistics on tag counts and number of peaks for ChIP-seq data of the human activated macrophages are available in Table S6A . Peaks were identified with HOMER v.4.3 using the findPeaks module and the respective style option 12 . The "histone" style option (peak sizes of 1000 bp with minimal peak distances of 2500 bp) was used to optimize the analysis. Input samples were utilized as control files during peak detection for significantly called histone marks. For the identification of PU.1 binding sites, peaks were identified using the style "factor" option with the IgG control files during peak correction. Peaks were annotated using the same reference genomes as before.
Quantitative real-time PCR
Quantitative real-time PCR (qPCR) was performed using the Maxima SYBR Green/Fluorescein qPCR Master Mix (Fermentas) following manufacturer's protocol on a LightCycler 480 II system (Roche).
The relative enrichment of positive but not negative control target sites in histone and PU.1 ChIP-DNA samples relative to IgG controls were calculated using the 2 -ΔΔCT method. Primer sequences were designed using Beacon Designer 7 software. Primers for a genomic region in the house keeping gene GAPDH served as positive control for H3K4me3 ChIP and negative control for H3K27me3 ChIP:
"tactagcggttttacgggcg" and "tcgaacaggaggagcagagagcga". Primers for a genomic position in the 5 BMP2 gene served as positive control for H3K27me3 ChIP and negative control for H3K4me3 ChIP:
"ctcagcactccgcatttg" and "ctcccatccaacgcttag". Primers for the positive control of H3K4me1 ChIP were "gccttgctcttgctactc" and "gcctgcctggtgataatc" (GAPDH), for H3K27Ac ChIPs "gcctgcctggtgataatc" and "gtgatcggtgctggttcc" (GAPDH), and primer in an intergenic region on chromosome 5 served as negative control for H3K4me1, H3K27Ac and PU.1 ChIP:
"gaacaactggatgggacaaac" and "acacgaatggaaccttatatctg". As positive control for the PU.1 ChIP a primer pair was designed against a genomic region on chromosome 2: "tccctatcccgcagatgg" and "gaggactgaggaagtggac". 
Identification and classification of promoter and enhancer sites

Correlation of promoter and enhancer classes to expression
Biological replicates of RNA-seq data derived from macrophage activation conditions were averaged with R 7 . Statistical significance between gene expression levels was assessed by the Wilcoxon ranksum test. Annotation was performed with HOMER using the annotatePeaks.pl (annotatePeaks.pl peak_file.txt genome > peaks_file_annotated.txt) module to connect positional peak information to gene names. For each promoter or enhancer class nearest genomic TSS was defined and corresponding gene name was linked to expression values. Enhancer sites with distances greater than 100 kb to the next TSS were excluded from the analysis.
Network of top ten percent interconnected macrophage core genes
The previously described network of highly interconnected or hub genes based on 29 macrophage activation states (299 transcriptomes) was generated by ARACNe 2, 13 and visualized with Cytoscape 
VisuTranscript
The principles of our WebPortal Visu Transcript will be described in more detail elsewhere (H. 
